Serotonin homeostasis in the frontal cortex is important for normal behavior. It has been shown that engaging in aggressive behavior triggers dynamic changes in frontal cortical serotonin [14] . Deviation of 5-HT homeostasis increases impulsivity [15] [16] [17] . Selective depletion of 5-HT in monkey frontal cortex impairs reversal leaning and increases perseveration (loss of cognitive flexibility) [18, 19] . 5-HT in the frontal cortex also modulates attention in humans [20, 21] . Given its involvement in cognition and impulsivity, 5-HT is central to our understanding of the psychopathology and treatment of psychiatric disorders such as depression, schizophrenia, Obsessive Compulsive Disorder (OCD), and autism. In all of these disorders, local abnormalities in frontal cortex structure [22] , neurochemistry [23] , or activation [24] have been characterized and drugs for these disorders, such as ecstasy [25] and amphetamine [26] , have been shown to impair cortical 5-HT neurotransmission. Moreover, Clarke et al. [18] used a serial discrimination reversal paradigm to show that selective depletion of 5-HT in the marmoset frontal cortex produced perseverative responding to the stimulus previously paired with reward without any significant effects on either retention of a discrimination learned preoperatively or acquisition of a novel discrimination postoperatively. This result highlights the importance of prefrontal serotonin in behavioral flexibility which is highly relevant to obsessivecompulsive disorder, schizophrenia, and the cognitive sequelae of drug abuse in which perseveration is prominent. More interestingly, 5-HT is very likely to be the common neurochemical factor between depression and autism as comorbidity of these two disorders is common [27] . Indeed, selective serotonin reuptake inhibitors (SSRIs) are being increasingly used in autism, because of their role in the control of depression and aggression [27] [28] [29] .
Furthermore, high-frequency electrical stimulation of the Ventral Medial Prefrontal Cortex (vmPFC) is capable of enhancing 5-HT release and restoring social approach behaviour in defeated mice [30] . Additionally, manipulating vmPFC synaptic inputs to the DRN has revealed bidirectional effects on socioaffective behaviours via direct monosynaptic excitation and indirect disynaptic inhibition of 5-HT neurons [31] . Similarly, deep brain stimulation in the vmPFC improves negative bias and symptoms of mood dysregulation in Major Depressive Disorder (MDD) patients [32] . Strikingly, these results suggest that crossspecies parallels exist in regards to the roles of the frontal cortex and serotonergic systems in socioaffective responses. It has been hypothesized that the plasticity of the frontal cortex-DRN circuit that links these two systems may constitute a conserved means of encoding or expressing social avoidance behaviour across species [31] . Thus, better understanding the interaction between frontal cortex and DRN and identifying key neuroplastic events that mediate normal and pathological regulation of socioaffective functions may uncover molecular targets amenable to therapeutic intervention in the treatment of affective disorders.
